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ELECTION 

Applicants respectfully request withdrawal of the election requirement and ask that all 

groups and species be prosecuted in the same patent application. In the event thai the election 

requirement is not withdrawn and solely in order to comply with 37 C.F.R. § 1.143, Applicants 

hereby provisionally elect the group as follows: 

Group I, claims 1-22, methods for expressing mature SpeB, using a polycistronic 
plasmid which comprises a polynucleotide encoding SpeB polypeptide and mature 
SpeB polypeptide. 

In addition, Applicants provisionally elect the species as follows: 

Group I: BLR(DE3) 

Applicants reserve the right to file divisional application(s) directed to non-elected 
subject matter and reserve the right to petition the election requirement. Upon allowance of a 
generic claim, Applicants will be entitled to consideration of claims to additional species which 
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depend from or otherwise require all the limitations of an allowable generic claim as provided by 



requirement for restriction is only proper when a serious burden is placed on the Examiner. 
Applicants respectfully submit that a search and examination of all claims may be made without 
imposing a serious burden on the Examiner. Further, an important advantage in pursuing just 
one application encompassing all of the invention groups cited by the Examiner is that the 
examination work of the U.S. Patent and Trademark Office would be simplified, insofar as 
duplication of searching effort would be eliminated. 

The Restriction Requirement violates the PCT rules and US restriction practice governing 
patent applications filed under 35 USC 371 since it is in conflict with Article 127(1) of the PCT 
wherein it is stated that no national law shall require compliance with requirements correlating to 
the form or context of the international application different from or additional to those in which 
are provided in the Treaty and the Regulations. Article 27(1) is funher clarified in the PCT 
guidelines under Item 138, wherein it is stated that an international application which complies 
with the unity of invention requirement laid down in Rule 13 PCT must be accepted in all the 
designated and ejected offices. 

With respect thereto, Applicants note that this application is a US national filing under 35 
USC 371 based on PCT application PCT/US2Q04/021714. Therefore, the Restriction 
Requirement herein must adhere to the governing PCT regulations. Applicants submit 
concurrently with this response copies of the International Preliminary Repon on Patentability 
and the Written Opinion of the International Searching Authority, Both documents indicate that 
the International Searching Authority found no lack of unity of invention with the present claims- 
Contrary to the Examiner's alleged reasons for restriction, Applicants do not agree that the 
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TRAVERSAL 




Applicants respectfully traverse the Examiner's restriction requirement, as follows. A 
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inventions listed in Groups I-X do not relate to a single inventive concept because they lack the 

same or corresponding technical features. The Examiner in fact states that the technical feature 

linking Groups I-X is a mature SpeB polypeptide. See Office Action, p. 3. 

Therefore, Applicants respectfully request that Groups I-X should be rejoined and 
examined together in response to the Election response submitted herewith. All of the claims are 
believed to correspond to the elected subject matter which defines a unitary invention according 
to the PCT guidelines as described above. 

Applicants respectfully reserve the right to traverse the Examiner's remarks regarding 
Eriksson et al,, Infect, Immun. ? 71:2 1 1-217 (Jan 2003) if that reference is applied by the 
Examiner to reject any claims. 
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As this response is timely filed wuhin the one month shortened statutory period, 
Applicants believe thai no fees are necessary in connection with the filing of this document. In 
the event any fees are necessary, please charge or credit any such fees, including fees for any 
extensions of time, to the undersigned's Deposit Account No. 50-0206. 

In view of the above remarks, it is thus respectfully requested that the restriction 
requirement be withdrawn and that all claims be allowed to be prosecuted in the same 
application. 

Respectfully submitted, 
HUNTON & WILLIAMS 



Dated: July 25, 2007 



By: 



Robert M. Schulman 
Registration No. 31,196 
Scon F. Yarnell 
Registration No, 45,245 
Kellie L. Carden 
Registration No. 52,696 



HUNTON & WILLIAMS LLP 
Intellectual Property Depanment 
1900 K Street, N.W. Suite 1200 
Washington, DC 20006-1109 
(202) 955-1500 (telephone) 
(202) 778-2201 (facsimile) 

SFV/KLC/mll 



3S523.000324 FAIRFAX 343079vl 
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PATENT cooperation treaty 

PCT 

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY 

(Chapter I of the Patent Coopcraiion Treaty) 



(PCT Rule 44to) 



AMI 00904 


FOR FURTHER ACTION 


Sw liom 4 bulu w 


Inremaaana] application No. 
PCTAiS2O04^02l7l4 


InieniaqonaJ filing date [Oaytmowhfyear) 
07 July 2004 (07 07 2OO4) 


Pnaniy date (day/ftioruh/year) 
lOJMly 2003 tl 0.07.2003) 


takrowioiutf ftycnl CUsiafica&on {Sth 
See relevant inforrnatton in Form P 


edition onJcs* alder edition Indicated) 
CT/lSA/237 




AppUcont 

vWETH HOLDINGS CORPORATION 



1. 


This iiiitfnwl^<«l prelirmiwy report patcnwibitfty (Chapter I) js i>>aed by Ac Inrernariona) Bureaa on behalf of rhc 
Iniemation&i Searching, Authority under Rate £u 1(a), 


2 


TV REPORT eiMtisb uf a 


luui of 7 *ficci*. including thi* cover bhceu 




In the aKawltcd sheets, any reference to the written opinion of the lwcniauonai Searcmng Authority should be lead as a referee 
iu Uic imermuiunuJ preliminary repvn vn p^nutnlny (Ch4pler I) wwd. 


3. 


This report contain* indication* dialing to the following item*: . 




[S<] Box No. I 


Basis of the roporr 




^ Box No. TT 


Priority 




[""] Box No ru 


Non-cwanlisrirnciif of opinion wun regard to novelty, mvwitivc atop and indusmal 
applicability 




| | Box No rv 


1 .acfc of jniiy of invention 




|^| Rox No V 


Reasoned ^arernero under Arriclc 35(2j *itn regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting Such Slalerncnt 




| | Box No VI 


Cemin documents cued 




|~| Box No vn 


Cenain detects in me iflierttarional application 




Q BoxNo.VUI 


Cerrain observations oq The international application 


4. 


The Inremauonia Bunsau wUl cornrnurucale Ihis report to designated Offices in qeconhmee with Rules 44J>u-3(c) and 93£m.1 &at 
not, except where ihc appjxrant mato an cxprcah request under Article 23(2), before Che expiration of 30 month* from, the pnonly 
a»u= (Rule 44£** 3). 





Pare of issuance of this report 
1 $ January 2006 ( 1 6 01 .2006) 


The international Bureau of Wft>0 
34, cnetvun des Cotornoertes 
1211 Geneva 2u. Swuzerjand 

P^imiieNo +41 22 7«U 14 35 


Awhorued otticcr 

Atnina NicKitas-Etienne 

Telephone No *4 A 22 338 89 95 



Form PCT/IB/373 (January 2CXM) 
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Fiomth* 

INTEBNATfONAU SEARCHING AUTHORITY 



To: 



see form PCT/ISA£20 



i? nov zm 



PCT 

WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 43C/S.1) 



Applicants or agent's tile reterencn 
see form PCTdSA/220 



Paiaot mailing 

(dtytnentoyoar) se*torm PC74SA£to (aeccrid sneer) 



FOB FURTHER ACTION 

See paragraph 2 petow 



Intwnaaarwl »ppiicsfton No, 
PCTAJS2OO4021714 



Inwrnauonal Wing d*» (d^monweao 
07.07.2004 



Priority date (daysmonUifrcaf) 
1 0.07,2003 



imwnaflonal Patent Clae&ficaDon (IPC) or botri national class tflojtfon ar.u IPC 
C07K1 *316 



Applicant 

WYETH HOLDINGS CORPORATION 



1 . This opinion contains indications relanng to the following items: 

SI Box No i Basts ot the opinion 
S Box Mo. |i Priority 

□ Box No. hi NorvesmNisnmem of opinion with regard to novelty, invemrve step ana Industrial applicability 

□ Box no. IV uacKofunityof invention 

ES Box No. V Reasoned statement under Rule 436*».i (a)(1) wfth regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

□ Box No. VI Certain documents cited 

□ Box No. Vll Certain defects in the international application 

Q Box no Vill Certain observations on the mternaoonai application 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion wtfl usually be considered to be a 
written opmon of tne international Preliminary Examining Authority ( ,, iPEA , r Ho#ever, this does not apply Yrbere 
th& applicant chooses an Authority other than this one to ne the l PEA and the chosen IPEA has notited the 
international Bureau under Rule Gfi.ib/s(b) that written opinions of this International Searching Authority 
will not be so considered. 

If this opinion Is, as provided above, considered to oe a written opinion of the IPEA, tne applicant Is invited to 
submit to the iPEA a written raply together, where appropriate, with amendments, before tna expiration of tnree 
months from tne date of mailing of Form PCT4SAJ220 or before the expiration of 22 months from the priority date, 
whichever expires jator. 

For further options, see Form PCTrfSA£20. 

3. For furtner details, see notes to Form PCT4SAS20. 



Name and mailing address oi tn» ISA. 



European P=ttem otftcs 
CHJQ238 Munich 

Tel. +48 80 2390 - 0 TV 523656 enmu d 
Fax: +49 63 £399 -4465 



Autnoffzea Officer 

Young. C 

Telephone No. +43 89 2S99-7B7? 



Ob 



Form PCT/3A®37 (Cavar Snootj {January 2D04) 
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international application No, 
PCTAJS2004/O21714 



Box No. 1 Basis of the opinion m 

1 . Wim regard to itre language, tnis opinion has been established on trie basis of the international application in 
ma language in which it was filed, unless otherwise indicated under this Item. 

P This opinion nas been established on the tests of a translation from the original language into the following 
language , which s the language of a translation furnished for the purposes of international search 
(under Rules 1 2.3 and 23.1 (b)). 

2. With regard to any nucleotide andior amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion nae been established on the basis of: 

a. type of material: 

S a sequence listing 

□ taWe(s) related to the sequence listing 

b, format of material 

S in written format 
H in computer readable form 
c time of fihngtfurnishmg: 

B contained in the international application as filed. 

0 filed together with the international application in computer readable form. 

□ furnished subsequently to trns Autnonty for tne purposes of search- 

3. □ m addition, In the case that more than one version or copy of a sequence listing andfcr table relating tnereio 

has been tiled or furnished, the required statements that the information in the subsequent or additional 
copies is identical to thai in the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments; 



Form PCJ4SA/ 237 (January 2004) 
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WRfTTEN OPINION OF THE international application No 

INTERNATIONAL SEARCHING AUTHORrTY PCT/US2OO4021714 



Box No- >l Priority 



1 . P The following document nas not bean furnished: 

□ copy of trie earlier application whose pnonty nas been claimed {Rule 43o/s.i and 66.7(a)) 

□ translation of tne earlier application wnose priority nas been claimed (Rule 430&1 and 66.7(d)). 

Consequently d nas not been possible to consider tne validity of the pnonty claim. This opinion has 
nevertheless been established on the assumption that the relevant date is ma claimed priority date. 

2. □ This opinion nas been established as if no priority had been claimed due to the fact thai The priority claim 

has been found invalid (Rules 43bte-l and 64.1). T|iuS for the purposes of this opinion, the international 
filing date indicated above is considered to be me relevant date 

3. 0 It has not been possible to consider the validity of the pnonty claim because a copy of me priority document 

was not available to the ISA at the time that the search vras conducted (Rule 1 7. 1 ). This opinion has 
nevertheless oeen esiaDh&ned on the assumption mat tne relevant data is tne claimed pnoroy date. 

4. Additions observations, if necessary 



Box No. V Reasoned statement under Rule 436&i(a)(i) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such gtgggnem 

i. Statement 

Novelty (N) Yes: Claims 1-11, 23-34, 50-52, 56-65, 67-71 

NO: Claims 12-22,35-49,53-55,66 

Inventive step (IS) Yes- Claims 

No: Claims M 1 . 23-34, 50-52, 56-65, 67-71 

industnai applicability (iA) Yes. Claims Wi 

No: Claims 



2. Citations and explanations 
see separate sheet 



Forrn PCT4SA/S37(JanMaf> 2004) 
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WRITTEN OPINION OF THE inxernatlonai application No. 

INTERNATIONAL. SEARCHING 

AUTHORITY (SEPARATE SHEET) PCT/US2004/021714 



Re Item V. 

The following documents are referred to in this communication: 

Dl : GU8BA SIDDESWAR ET AU: "Expression and characterization of group A 
Streptococcus extracellular cysteine protease recombinant mutant proteins 
and documentation of seroconversion during human invasive disease 
episodes" INFECTION AND IMMUNITY, vol. 66, no. 2, February 

1998 (1998-02), pages 766-770, XP002304245 ISSN: 0019-9567 

D2 : MUSSER JAMES M ET AL: "Substitution of cysteine 1 92 in a highly 
conserved Streptococcus pyogenes extracellular cysteine protease 
(interleukin 1-beta canvertase) alters proteolytic activity and ablates zymogen 
processing" INFECTION AND IMMUNITY, vol, 64, no. 6, 1 996, 

pages 1913-1917, XP002304246 ISSN: 0019-9567 

D3: DATABASE EMBU Streptococcus pyogenes SpeB 1 June 2001 (2001-06- 
01), WATANABE Y: "SpeB exotoxin" XP002304250 retrieved from EBI 
Database accession no. Q9AJP2 

D4: KING JONATHAN ET AL: 'Thermolabile folding intermediates: Inclusion 
body precursors and chaperonin substrates'' FASEB JOURNAL., vol. 10, no. 

1 , 1996, pages 57-66, XPQ02304249 ISSN: 0892-6638 

D5: TAN S: "A MODULAR POLYCISTRONtC EXPRESSION SYSTEM FOR 
OVEREXPRESSlNG PROTEIN COMPLEXES IN ESCHERICHIA COU" 
PROTEIN EXPRESSION AND PURIFICATION, ACADEMIC PRESS, US, 
vol. 21, 2001, pages 224-234, XP001 087869 ISSN: 1046-5928 



Novelty Article 33 (2) PCT 

Dl discloses a method for recombinantly expressing a mature Streptococcus pyogenes 
exotoxin B (SpeB) polypeptide in a BL21 (DE3) E.coli host. The method of D1 is 
devised to express both the propolypeptide 28-145 and the mature peptide 146 through 
to 398, see figure 1 of Dl . Moreover D1 as does D2 disclose the cysteine 1 92 mutation 
referred to in claim 4 of the present application. However, claims 1 to 1 1,50-52,56- 



Form PCT/ISAS37 (Sepsrmi Snam) (Susan) (EPO-Janu»jy 2004) 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) 



international application No. 



PCT/US2QQ4/021714 



65,67-71 are regarded as being novel over the cited art as they do not explicitly cite the 
use of polycistronic plasmid. 

However claims 1 2 -22 do not refer to this feature and only maKe reference to 
conditions suitable for co-expression. In principle the method of pi or D2 would be 
suitable for co-expression thus this authority consider that these disclosure anticipate 
novelty for these claims. 

Claims 23-34 relate to any recombinant expression system for SpeB however in 
particular denning steps to overcome solubility problems. These are not stated 
expressis verbis in D1 or D2 and for this reason these claims are viewed as being 
novel. 

Tnis is in stark contrast to tne product claims 35-44 which essentially relate to SpeB 
polypeptide per se or as an immunogenic composition. This authority consider thatthe 
protein of D1 or 03 anticipates these claims. 

The methods of immunization of claims 45-49 are anticipated by the rabbit vaccination 
of Dl as described on page 767. 

Claims 53-55,66 are not novel over recombinant plasmids and hosts of D1 . 



Inventive step Article 33 (2) PCT- 

The closest prior art is identified as being D1 . D1 discloses a recombinant expression 
method for SpeB both propolypeptide and mature protein. Essentially the present 
invention differs from Dl in that it discipses the use of a polycistronic vector system. 
Moreover claims 23-34 furthermore iniroduce steps to avoid protein insolubility. 
The objective problem is thus defined as being 
"the provision of an alternative method for recombinant SpeB expression" 

The solution being the use of a polycistronic vector system and for clams 23-34 steps 
the use of chaperones to overcome solubility problems. In each case the stalled person 
would be inclined to combine the teachings in the art with the mehtods of Dl or D2 
without the use of inventive sKill. 

For example to overcome solubility problems as defined in claims 23-34 the skilled 
person would simply combine the recombinant expression methods for Spe of D1 and 
D2 with D4. 



Fonp PCT/1SA/Z37 (Separate Sfieafl (Srwm 2) (EPO- January 2004) 
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WRITTEN OPINION OF THE 
INTERNATIQNAU SEARCHING 
AUTHORITY (SEPARATE SHEET) 



iniernattonaJ application No 



PCT/US2QQ4/021 714 



Additionally, D5 describes the use of poiycistronic vectors systems for co-expression 
and in combination with D1 or D2 would enable the skilled person to derive the present 
alleged invention without the use of Inventive sKill. 

In short claims 1-1 1 , 23-34, 50-52, 56-65, 67-71 recognized above as being novel do 
not possess inventive merit and as such do not meet the requirements of Article 33 (3) 
PCT. 



Form PCT/lSA/237 (Separate Sjnaot) (Sh*9t 3) (EPOsJafloafy 200*) 
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From the 

INTERNATIONAL SEARCHING AUTHORITY 



TO: 



sea form PCT/ISA/220 




WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

{PCT Rule43£>&.1) 



Applicants or agents file reference 
sea form PCT/ISA£20 



Data of mailing 

(astfnonttyrezc) wiorm PC7*SA/£lQ(3econcl sneer) 



FOR FURTHER ACTION 

See paragraph 2 beJow 



InUtmaaomd application No. 
PCTAJS2004i02l7l4 



InremaBonal tiling daw (rtq/47iwtfn4'e»? 
07.07.2004 



10,07.2003 



inr&rnaflonaJ Pasam Classtteaitan (IPC) or boih nswnaJ cjasGtication aiwi IPC 
C07K14&16 



Applicant 

WYETH HOLDINGS CORPORATION 



Tins opinion contains indications relating to tne following items ; 

H Box No, i Bass of the opinion 
0 Boa No. II Priority 

□ Box No. Ill Npn-esiabj}sh.rnent of opinion with regard to novelty, invemive step and Industrial applicability 
Q Box No. |V Leek of unity of Invention 

0 Bo* no. v Reasoned statement under Rule 43bfcM (a)(|) with regard fo novelty, Invemive step or industrial 
applicability; citations and e*planations supporting sucn statement 

Box No. VI Certain documents cried 

Box VI I Certain defects In the International application 



□ 
□ 



□ Box No. VI 1 1 Certain observations on the Inter national application 
2 FURTHER ACTION 

if a demand for international preliminary examination is made, this opinion wlH usually be considered to be a 
written opinion of the international Preliminary Examining Authority ("iPEA-i. However, this does not apply where 
tne applicant chooses an Authority other than this one to be the I PEA and me chosen IPEA nas notlfed the 
International Bureau under Rule 66 ltus(b) thai wrfnen opinions of this international Searching Authority 
will not be so consioered. 

If this opinion 13, as provided above, considered to be a written Opinion of the IPEA, the applicant Is mvrteo to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of three 
months from the date of maling of Form PCTASAE20 or before the expiration of 22 months from the priority <*aie, 
wnicnever expires later. f 

For further options, see Form PCT4SAJ220. 

3. For further details, see notes to Form PCTdSA£20. 



Name sna maring address of the ISA: 



guropoan Patent Office 

r>ao29a Mumen 

Tel. +49 88 2389 - 0 Tx: 523655 cpmu d 
Fax 149 83 2399 -4465 r 



Awtnor^oq Officer 

Young, C 

Telephone No- *49 S9 2399-7877 



Form PCTJSA037 (Cover Sheet) (January 2004) 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



international application No. 
PCT/US2Q04/O21714 



Box No. I Basle of the opinion „ — _ 

1. With regard to me language, tnis opinion has been established on tne basis of the international application in 
tne language in which it was fiieo, unless otherwise indicated under tnis item. 

□ This opmton has been established on the basis of « translation from the original language into the following 
language , which is the language of a translation furnished for tne purposes of international search 
(under Rules 12,3 and 23.1(D)). 

2. wim regart to any nucleotide qndjbr amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion nas Deen established on the basis of. 

a. type of matenaJ: 

B a sequence listing 

P taole(S) reiatea to tne sequence listing 

b. format of material: 

S in written format 

H |n computer readable form 

c. time of fjting/furTii&hmg: 

B contained In tne international application as fqeq. 

S tiled together with the international application m computer readable form. 

□ furnished subsequent!/ to the Authority tor the purposes of search. 

3. □ In addition, in the case mat more man one version or copy of a sequence listing andfcr table relating thereto 

nas been f ited or furnished, the required statements that the information in the subsequent or additional 
copies is Identical to that m the application as Hied or does not go beyond the application as filed, as 
appropnate, were furnished 

4. Additional comments: 



Form PCT*SA/237 (Jemwy 2004) 
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INTERNATIONAL SEARCHING AUTHORITY PCTAJS2004/021 714 



1 . a The following document has not been furnished: 

Q copy of the earlier application whose pnortfy has been cJaimed (Rule 43fl/s.i and 66.7(a)). 
□ translation of tne earlier application wnose priority nas been claimed (Rule 430/s.i and 667(b)). 

ConsequentJy it lias not been possible to consider tne validity of tne priority claim. This opinion has 
nevertheless been established on me assumption mat the relevant date is the claimed priority date. 

2. □ This opinion has been established as if no priority had been claimed due to tne tact that the priority claim 

has been found invalid (Rules 43 bis 1 and 64.1 ). Thus for the purposes of this opinion, me international 
tiling oate indicated above is considered to be the relevant date 

3. B It has not been possible to consider the validity of the priority claim because a copy of The priority document 

was not avaoabie to the ISA at the time that the search was conducted (Rule 17,1) Tms opinion has 

nevertn&iess been established on the assumption th&i The relevant date is the claimed priority date. 

4. Additional observations, tf necessary: 



Box No. V Reasoned statement under Rule 43*>fe.l(aH0 with regard to novelty, Inventive step or 
industrial applicability; citations and explanations supporting guch statement 

1. Statement 

Novelty (N) Yes: Claims M 1.23-34, 50-52, 56-65,67-71 

NO; Claims 12-22,35-49,53-55.66 

inventive step (IS) yes: Claims 

No: Claims 1-11. 23-34. 50-52, Sfr-65, 67-71 

industrial applicability <IA) Yes: Claims 1-71 

No: Claims 



2. Cftations and explanations 
see separate sheet 
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WRITTEN OPINION OF THE International appucanon No. 

INTERNATIONAL SEARCHING 

AUTHORITY (SEPARATE SHEET) PCT/US2004/021714 

Re Item V. 

The following documents are referred to in this communication: 

Dl : GUBBA SIDDESWAR ET AU: "Expression and characterization of group A 
Streptococcus extracellular cysteine protease recombinant mutant proteins 
and documentation of seroconversion during human invasive disease 
episodes" INFECTION AND IMMUNITY, vol. 66, no. 2, February 

1 998 (1 998-02), pages 765-770, XP002304246 ISSN: 001 9-9567 

02 : MUSSER JAMES M ET AL: "Substitution of cysteine 1 92 in a highly 
conserved Streptococcus pyogenes extracellular cysteine protease 
(interteuKin 1-beta convertase) afters proteolytic activity and ablates zymogen 
processing- INFECTION AND IMMUNITY, vol, 64, no. 6, 1 996, 

pages 1913-1917, XP002304246 ISSN: 0019-9567 

D3: DATABASE EMBL Streptococcus pyogenes SpeB 1 June 2001 (2001-06- 
01), WATANABE Y: "SpeB exotoxin" XP002304250 retrieved from EBI 
Database accession no. Q9AJD2 

D4: KING JONATHAN ET AL: Thermoiabile folding intermediates: Inclusion 
body precursors and chaperonin substrates" FASEB JOURNAL, vol. 10, no. 
1 , 1996, pages 57-66, XPQQ2304249 ISSN: 0892-6638 

D5: TAN S: "A MODULAR PQLYCISTRQNlC EXPRESSION SYSTEM FOR 
OVEREXPRESSING PROTEIN COMPLEXES IN ESCHERICHIA COLI" 
PROTEIN EXPRESSION AND PURIFICATION, ACADEMIC PRESS, US, 
vol. 21. 2001, pages 224-234, XP001087869 ISSN: 1046-5928 



Novelty Article 33 (2) per 

D1 discloses a method for recombinants expressing a mature Streptococcus pyogenes 
exotoxin B (SpeB) polypeptide in a BL21 (DE3) E.coli host The method of D1 is 
devised to express ooth trie propolypeptide 28-145 and the mature peptide 146 through 
to 398, see figure 1 of Dl. Moreover Dl as does D2 disclose the cysteine 192 mutation 
referred to in claim 4 of the present application. However, claims 1 to 1 1 ,50-52,56- 



Form PCT/ISA/237 (Sepuv* stieatj (Sneet i) (EPONianuary 2004) 



PAGE 18/21 • RCVD AT 7/25/2007 6:21:45 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-5/0 * DNIS:2738300*CSID:+* DURATION (mm-ss):03-10 



Jul-25-07 06:22piji From-HUNTON 4 WILLIAMS 

f 



+ 



T-507 P. 19/21 F 



WRITTEN OPINION OF THE international appiicaoon No. 

INTERNATIONAL SEARCHING 

AUTHORITY (SEPARATE SHEET) PCT/US2004/Q21714 

65,67-71 are regarded as being novel over the cited art as they do not explicitly cite the 
use of polycistronic piasmid. 

However claims 12-22 do not refer to this feature and only make reference to 
conditions suitable for co-expression. In principle the method of Dl or D2 would be 
suitable for co-expression thus this authority consider that these disclosure anticipate 
novelty for these claims. 

Claims 23-34 relate to any recombinant expression system for SpeB however in 
particular defining steps to overcome solubility problems. These are not stated 
expressis verbis in Dl or D2 and for this reason these claims are viewed as being 
novel. 

This is in stark contrast to the product claims 35-44 which essentially relate to SpeB 
polypeptide per se or as an Immunogenic composition. This authority consider that tne 
protein of D1 or D3 anticipates these claims. 

The methods of immunization of claims 45-49 are anticipated by the rabbit vaccination 
of Dl as described on page 767. 

Claims 53-55,66 are not novel over recombinant plasmids and hosts of D1 . 



Inventive step Article 33 (2) PCT. 

The closest prior art is identified as being D1 . D1 discloses a recombinant expression 
method for SpeB both propolypeptide and mature protein. Essentially the present 
invention differs from D1 in that it discloses the use of a polycistronic vector system. 
Moreover claims 23-34 furthermore introduce steps to avoid protein insolubility- 
The objective problem is thus defined as being 

"the provision of an alternative method for recombinant SpeB expression" 

The solution being the use of a polycistronic vector system and for claims 23-34 steps 
the use of chaperones to overcome solubility problems. In each case the skilled person 
would be inclined to combine the teachings in the an with the mehtoas of D1 or D2 
without the use of inventive skill. 

For example to overcome solubility problems as defined in claims 23-34 the skilled 
person would simply combine the recombinant expression methods for Spe of Dl and 
D2 with D4. 
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WRITTEN OPINION OF THE international application No. 

INTERNATIONAL SEARCHING 

AUTHORITY (SEPARATE SHEET) PCT/US2004/Q21714 

Additionally, P5 describes the use of polycistronic vectors systems for co-expression 
and in combination with D1 or D2 would enable th© ©Killed person to derive the present 
alleged invention without the use of Inventive sKill- 

In short claims Ml, 23-34, 50-52, 56-65, 67-71 recognized above as being novel do 
not possess inventive merit and as such do not meet the requirements of Article 33 (3) 
PCT. 
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